
Jamuq 16, 1997

Miguel I. Arteche .
President
Mikart, Inc.
2090 Marietta Blvd.
Atlanta, Georgia 30318 “’

Dar Mr. Arteche:

An inspectionof your drug manufkcturkg fkcility was conductedon November 18-25, 1996, by
Investigator Robert L. Ikwis, Investigator Vincent M. Williams, and Chemist Don W.
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Thompson. This inspection was conducted in follow-up to the previous inspedon in April/May
: 1996, when significant probkns had been documented. The current inspection again revealed

several signifhnt deviations fkom the Current Good Manufacturing practice for Finished
Pharmaceutimls (CGMPS),as set forth in Title 21 of the Code of F~

● ,Part211.
These deviations cause your generic drug products to be adulterated within the meaning of
Section 501(a)(2)(B) of the Federal Food, Drug, and Cosmetic Act (the Act).

You have failed to maintain adequate documentation to substantiate the invalidation of out of
specifi=tion (00S) results obtained and that would support the conclusions made during 00S
investigationsin the stability and quality control laboratories. BetweenJune 1996and the dates
of the inspection,-00S investigations were amducted. Approximatel~(70%) of these
investigations were directly related to product potency and/or product quality. These
investigations involved some type of finished and in-process product assay (blend, composite,
content uniformity, and dissolution).

.

Of the ~nvestigations. which involved ftished product sampks, only once was the initial
00S analytical result reported as the true value. In all other instances, the initial laboratory
00S result was invalidated predominantly due to analytical error. These investigation results
raise concxxq~about how these conclusions were reached by the Laboratoryand the ability of
your laboratory staff to properly conduct the analytical testing required.

No attempt is made to evaluate the 00S results to detect similarities or trends (from an analyst,

Q

methodology, product Iine, or individual lot perspective) during these investigations. Our
1 analysis of this investigational data revealed repeat failures for the same analytical test on thef1



.
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same product lot and some test fhiluru on COnMxltiveJots of the same ~ilot. Examples of
thiS indude~Tdk& M C96(Y728 (low sy), HBA Tabkts lots 950172B and 950173B
~OWmy), ~ Tabletslot K9S1130B(& IiiSSiiy)and ~~kt3 b@4053~ ~OW
assay). We also noted finhhed product lots which hiled multiple test% ExUnpkx of this
include Guaif&@n mkts lot E960482B (low assay and low dissolution),-HBA Thbkts lot
E960480 (high -y, high (iissdution, high contentuniformity),~ ~60384 (high
dissolution, low assay, and low contmt uniformity),- tablets lot D960390 (low blend assay,

low assay, and low contat :miformity) andP@nanu “deTablets lot 94053S3 (h -y and
high dissolution).

Six- of the investigations notedsinceJune1996 were mndomlysckcted fm indepth review.
Five of these investigations revealed limited retesthg of the product,invalidationof theoriginal
00S result, and reporting of only the repeatM values obtained. Entries such as “apparent
sample prep. cad, “it appearsthat’ and “possibleincomplete release of andyte” were noted
in these investigationalrecords. The assumptionsmadeas to the reasonfm the 00S rcxults
were spadative at best, based on the sparse nature of the supporting docummtation available.
Many of these investigationswere hindered due to the f~ that standard solutions were routinely
discarded prior to receipt of the analytical results. We are concerned that your 00S
investigative methodology and conclusions of analytical error will conceal true product quality
problems.

Other problems noted in the laboratory included the failure to documat the rationale for not

e

mmpleting analysis, use of a reference standard with no documentationas to its stability, and
failure to perform stability testing at two required stations.

We are cognizant of the fkct that your firm has implementeda major corrective action plan since
the previous inspection. Many of the problems noted during the previous kpection have been
aggressively addressed since that time. However, significant CGMP dkrepan ties continue to
exist at Mikart. The above deviations were included on the FDA 483 (Xnspe@“onal Observa-
tions) issued to and discussed with Ms. Cerie B. McDonald, Executive We President, at the
conclusion of the inspection. A copy of the FDA 483 is enclosed for your review. The
violations noted in this letter and in the FDA 483 could be qhnptomatic of serious underlying
problems in your firm’s manufactwing and quality assurance systems.

As we have previously brought to your attention, the deviations discussed above and included
on the FDA 483 should not be construedas an all inclusive list of violations which may be in
existence at your fm. This is a fact which was evidently misunderstood by some Mikart
personnel. It is your responsibility to ensure adherence to each requirement of the Act.

You are raponsible for investigating and detedning the cauw of the violations identified by
FDA. You should take immediate actions to correct these violations. Failure to promptly
cmect tke deviations may result in legal sanctionsprovided by the law such as product seizure
andor injunction, without further notice to you. “Federalagencies are advised of the issuance
of all warning letters invoking drugs so that they may take this information into account when

e considering the award of contracts.
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f Wearein theproces so frdewing your firm’sFDA 483 rcqonsc prcSclMaMbCDccCmkt
16,1S96mecting atthc Atlanta Dist&t Officc. Amsponscto yourktkrwiUbef~g
in the immdiatc fimlr’e. weareqpmddvcthatyou tmkthcinithtivmmec$with usto
discuss these areas of continuingmnccrn. Wcarealso cmxxuagedbythcspiritofmopcmtion
exhibited at that meeting by your managemmtstaff. As dimmed in the mdng, we have
decided to issue another Warning Letter at this time in lieu of pursuingotha more stringent
regulatory actions which odd have bem pursued Wehavetakm this -inthchopes
that Mikt will give this problemthe Ml attmti& it descms and immcdiwy addressthese
ongoing problems.

You are requti to not@ this office withinfifteen (1S) daysof receiptof this letter, of any
additional steps your have takn, or intend to tab, to correct these violations. Your response
should be addrased to Philip S. Campbell, Gmplian= Officer, at the address noted in the
letterhead.

sincerely yours,

Ballard H. Graham, Director--”
Atlanta District

o Enclosure


